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Cancer Biological Target: Mammalian Target of Rapamycin

(mTOR) Kinase

This application claims a series of imidazopyrazine analogues that may provide a treatment for cancer.
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Biological Assay: Compound inhibitory activity was evaluated using an HTRF mTOR enzyme assay. Inhibition of mTORC1 and mTORC2 was measured
using an immunofluorescent cell-based assay. Inhibition of mTORCI activity was measured by the reduction of the level of
phosphorylated 4E-BP1Thr37/46 (p4E-BP1Thr37/46). Inhibition of mTORC2 activity was measured by the reduction of the

level of phosphorylated AKTSer473 (pAKTSer473).

Pharmacological Data:

Compound pAKTSer4d73 p4E-BP1Thr37/46

(ICso nM) (ICso nM)

1 1-100 100-1000

2 N R

3 100-1000 100-1000

4 1000-10000 1000-10000

5 1135 1863

6 1000-10000 >10000

7 >10000 >10000

Synthesis: Preparation of 7 compounds.
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